Text is limited to:
Abstract
GA²LEN, the Global Allergy and Asthma European Network, has recently launched a programme for the development, interaction and accreditation of centers of reference and excellence in special areas of allergy embedded in its overall quality management of allergy centres of excellence. The first area chosen is urticaria. Urticaria is a common and debilitating condition and can be a challenge for both patients and treating physicians, especially when chronic. Centers of reference and excellence in urticaria (UCAREs) can help to improve the management of hard to treat conditions such as urticaria. Here, we describe the aims, the requirements and deliverables, the application process, and the audit and accreditation protocol for GA²LEN UCAREs. The main aims of GA²LEN UCAREs are to provide excellence in urticaria management, to increase the knowledge of urticaria by research and education, and to promote the awareness of urticaria by advocacy activities. To become a certified GA²LEN UCARE, urticaria centers have to apply and fulfill 32 requirements, defined by specific deliverables that are assessed during an audit visit. The GA²LEN UCARE programme will result in a strong network of urticaria specialists, promote urticaria research, and harmonize and improve urticaria management globally. , to address the growing public health concern of allergic diseases. It has since grown to include 90 leading European partners and collaborating centers making GA²LEN one of the largest multidisciplinary networks of researchers in allergy and asthma worldwide. GA²LEN enhances the quality of research, integrates research and communicates the findings with the ultimate goal of reducing the burden of allergy and asthma for patients and for Europe's economy and society. GA²LEN aims to develop better health care and improve the quality of life for patients with allergies. GA²LEN also aims to promote training and education in the field of allergology, for example by its GA²LEN Allergy Schools and Masterclasses programme (1) . Since it's beginning, GA 2 LEN has set up criteria for centers of excellence in allergy. In 2015, GA²LEN launched an initiative to define, promote, and certify Centers of Reference and Excellence (COREs) for specific diseases. Lead by the GA²LEN task force on urticaria (2), the GA²LEN Urticaria Centers of Reference and Excellence (UCARE) program is the first implementation of this GA²LEN CORE initiative, embedded in the overall GA 2 LEN quality management system of allergy centers of excellence (Table 1) 
(3).
Urticaria is a common and debilitating group of diseases characterized by recurrent wheals, angioedema, or both (4) . The chronic forms of urticaria, i.e. chronic spontaneous urticaria and chronic inducible urticaria, with recurrent signs and symptoms for longer than 6 weeks and often many years, are especially troublesome and incapacitating. Despite recent advances such as the global harmonization of chronic urticaria classification and nomenclature, novel diagnostic tools and instruments, and better treatment options (5) (6) (7) (8) (9) (10) (11) (12) (13) (14) (4) (15) (16) (17) (18) , chronic urticaria can be a challenging condition for patients and their treating physicians. Typical challenges in the management of chronic urticaria include the long duration of disease, severe quality of life impairment, high rates of comorbidities including psychiatric and psychosomatic diseases, long delays in diagnosis due to multiple differential diagnoses, fluctuations in disease activity, and insufficient response to antihistamine treatment. Chronic spontaneous urticaria is also a challenge to our health care systems (19) (20).
Centers of Reference and Excellence for specific diseases can help to improve the management of challenging conditions such as urticaria. In addition to serving as referral and second opinion centers for hard to treat patients, centers of reference and excellence improve the understanding, management options, knowledge and awareness of diseases by research, clinical studies, education, and advocacy activities, respectively. Prominent examples of the benefit of centers of reference and excellence include the Centers of Excellence for Rare Diseases, Centers of Excellence for mitral valve surgery, and the European Competence Network of Mastocytosis (ECNM) Centers of Excellence and Reference Centers (21). 1  2  3  4  5  6  7  8  9  10  11  12  13  14  15  16  17  18  19  20  21  22  23  24  25  26  27  28  29  30  31  32  33  34  35  36  37  38  39  40  41  42  43  44  45  46  47  48  49  50  51  52  53  54  55  56  57  58  59  60   F  o  r  P  e  e  r  R  e  v  i  e  w   5 This document summarizes the aims of GA²LEN Urticaria Centers of Reference and Excellence (UCAREs), and it describes the requirements and provides the criteria that UCAREs have to fulfill to be certified as such. We also explain how to become a GA²LEN UCARE and the audit and certification process. The aims, requirements, and deliverables for GA²LEN UCAREs and the protocols for implementation and certification of GA²LEN UCAREs in and outside of Europe we provide are based on the work of the GA²LEN task force on urticaria as well as on input from CU patients and from general practitioners and specialists who treat CU patients.
What are the aims of GA²LEN UCAREs?
The aims of GA²LEN UCAREs are to provide excellence in urticaria management, to increase the knowledge of urticaria by research and education, and to promote the awareness of urticaria by advocacy activities. GA²LEN UCAREs will serve as referral centers for the diagnosis and management of urticaria, and thereby complement the current efforts and pathways of health care communities to provide adequate care for urticaria patients. The interaction of GA²LEN UCAREs as a network will help to increase urticaria knowledge and management.
What are the requirements for GA²LEN UCAREs?
GA²LEN UCAREs are required to demonstrate excellence in the management or urticaria, research activities, efforts in education, and advocacy activity. Specifically, the following 32 requirements must be met ( Fig. 1 
Application process
Urticaria specialty centers in and outside of Europe can apply to become a GA²LEN UCARE by contacting GA²LEN (office@ga2len.net). GA 2 LEN encourages all urticaria centers to become UCAREs and to join the GA²LEN UCARE network. In their application, centers should describe their motivation to become a UCARE and provide information on how they fulfill the requirements by use of the checklist provided (Fig. 1 ). GA²LEN will review the application and schedule an audit visit. All 32 requirements have to be met. If it becomes clear, during the audit, that certain requirements are not (yet) fulfilled, GA²LEN will provide help and support to the center to address shortcomings and to achieve UCARE status. Upon successful audit, GA²LEN awards a two-year certificate ( Fig. 2) 
The audit and certification process
The audit and reaudit process involves an on site visit by at least one member of the GA²LEN UCARE audit and certification team. The GA²LEN UCARE audit and certification team consists of all members of the GA²LEN urticaria task force on urticaria and the heads of certified UCAREs. During this audit visit, the center presents its facilities and team to the auditor(s), by working with the audit checklist (Fig. 1) . The audit visit is concluded by a collegial assessment and information by the auditor on the results of the audit. Shortcomings, if identified, are discussed and strategies to overcome them are jointly developed with the spirit of achieving the common goals of the UCARE network. The team will receive a written audit report and the GA²LEN UCARE certificate (Fig. 2 ). In case certain deliverables are missing or requirements were found to need work, the audit report will contain specific recommendations and timelines to address this. GA²LEN will help centers to achieve UCARE status.
What do urticaria specialty centers need to do to meet the requirements for GA²LEN UCAREs?
All 32 requirements for GA²LEN UCAREs are explained in the audit checklist ( Fig. 1 ), which includes specific deliverables for each requirement. For example, the requirement to know and follow the international EAACI/GA 2 LEN/EDF/WAO guideline for urticaria (Requirement #16) entails that physicians and other UCARE health care professionals have read and understood the current version of this guideline and that the guideline recommendations are implemented in their center. The deliverables for this requirement are that 1) the current guideline version is present (paper or electronic version) at the center, 2) that UCARE center staff can answer questions on the guideline recommendations, and that 3) UCARE physicians can show, upon request, by use of a patient file, that patients management decision are based on guideline recommendations ( Fig. 1) .
Outlook
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LEN Urticaria Center of Reference and Excellence (UCARE) certification
The list shows and explains the requirements for becoming a GA 2 LEN UCARE and the deliverables that are reviewed during the audit process.
Fig. 2 Certificate awarded to GA 2 LEN UCAREs upon successful audit
The certificate is awarded for 2 years and requires successful re-audit to be extended. 
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